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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including tlie fee set 
fortli in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on April 
15, 2009 has been entered. 

Claim Rejections - 35 USC § 103 

2. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

3. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 
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4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

4. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 1 03(c) and potential 35 U.S.C. 1 02(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

5. Claims 1 - 4 were rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bertrand et al. (FR 2804024) in view of Swingle et al. (1985). This rejection is 
MAINTAINED for the reasons of record set forth in the Office Action mailed January 15, 
2009 and those set forth below. 

Applicant traverses this rejection on the grounds that neither Bertrand et al. not 
Swingle et al. teach or suggest the formulation recited in the instant claims. Additionally, 
the presently claimed pharmaceutical formulations exhibit unexpectedly superior 
reduction in phototoxicity through the synergistic action of the alkyi ester of gallic acid 
and BHT. Attention is directed towards comparisons made between these formulations 
and those comprising ketoprofen alone presented in the specification. 

These arguments are found unpersuasive. In response to applicant's arguments 
against the references individually, one cannot show nonobviousness by attacking 



Application/Control Number: 1 0/557,61 1 Page 4 

Art Unit: 1618 

references individually where the rejections are based on combinations of references. 
See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 
F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). Bertrand et al. teaches an NSAID 
concentration of 1% to 10%, with a preferred concentration ranging from 2% to 5% (p 6 
of the FLS, Inc. translation, If 3). The amount of antioxidant agent that supplements the 
effect of the UV filters in examples 5 - 8 is approximately 0.034% w/w (BHA, p 10). 
Swingle et al. discloses that BHT and propyl gallate are both antioxidants that also 
possess anti-inflammatory activity and gives information regarding the potency of these 
compounds and doses used in various experiments (tables 1 and 2, p 1 14 and 115 
respectively). The amount of a specific ingredient in a composition is clearly a result 
effective parameter that a person of ordinary skill in the art would routinely optimize. 
Optimization of parameters is a routine practice that would be obvious for a person of 
ordinary skill in the art to employ and reasonably would expect success. It would have 
been customary for an artisan of ordinary skill to determine the optimal amount of each 
ingredient to add in order to best achieve the desired results. 

Evidence of unexpected properties may be in the form of a direct or indirect 
comparison of the claimed invention with the closest prior art which is commensurate in 
scope with the claims (MPEP 716.02(b) III). No comparison between the formulations of 
Bertrand et al. and those of the instant claims are presented. Additionally, the examples 
presented in specification make use of one concentration of ketoprofen, two 
concentration of BHA and one concentration of propyl gallate. The instant claims are 
broader, both in terms of the ingredients that may be included, and the concentrations 



Application/Control Number: 10/557,61 1 Page 5 

Art Unit: 1618 

of those ingredients present. The concentrations provided are insufficient to establish a 
regarding a trend for the various amounts of the ingredients present. Therefore, this 
rejection is MAINTAINED. 

6. Claims 1 - 4 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bertrand et al. (FR 2804024) in view of Williams et al. (US 6,174,540). 

Bertrand et al. discloses topical formulations of non-steroidal anti-inflammatory 
drug which are light irradiation stable due to the presence of a UV filter, with no irritant, 
sensitizing and/or allergic potential (last paragraph p 3 - p 4). Ketoprofen is once such 
NSAID that is unstable when exposed to daylight (p 3, H 3). The concentration of the 
NSAID can range from 1 to 10%, although 2 - 5% is preferred (p 6, H 3). Antioxidants 
agents to supplement the effects of the UV filter such as the phenolic radical scavenger 
having a branched chain lower alkyi group butylated hydroxyanisole (BHA) are 
disclosed (p 7, H 4). In the examples (p 10), the amount of BHA present is about 
0.034% w/w of the formulation. 

Bertrand et al. does not disclose the inclusion of alkyI ester of gallic acid such as 
propyl gallate in the composition. 

Williams et al. discloses formulation of oil-soluble NSAIDS such as ketoprofen 
(abstract; col 9, In 56 - 60). The carrier for the active ingredient can contain antioxidants 
such as propyl gallate, BHA and BHT (col 10, In 26 - 29). The antioxidants are generally 
added to the formulation in amounts ranging from about 0.01 to about 2.0% (w/v; col 10, 
In 31 - 33). 
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It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to include propyl gallate in the stabilized ketoprofen compositions 
taught by Bertrand et al. The person of ordinary skill in the art would have been 
motivated to make those modifications and reasonably would have expected success 
because Williams et al. teaches the inclusion of an overlapping list of antioxidants in 
formulations with the same active ingredient, namely ketoprofen and Bertrand et al. 
discloses that antioxidant agents can be included in the ketoprofen formulations (p 7, 1| 
4). The amounts of ketoprofen, phenolic radical scavenger having a branched-chain 
lower alkyi group and propyl gallate taught by the cited prior art are encompassed by or 
overlay the ranges recited in the instant claims. In the case where the claimed ranges 
"overlap or lie inside ranges disclosed by the prior art" a prima facie case of 
obviousness exists. MPEP 2144.05 The amount of a specific ingredient in a 
composition is clearly a result effective parameter that a person of ordinary skill in the 
art would routinely optimize. Optimization of parameters is a routine practice that would 
be obvious for a person of ordinary skill in the art to employ and reasonably would 
expect success. It would have been customary for an artisan of ordinary skill to 
determine the optimal amount of each ingredient to add in order to best achieve the 
desired results. 
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Conclusion 

Any inquiry concerning tliis communication or earlier communications from tine 
examiner should be directed to Nissa M. Westerberg whose telephone number is 
(571)270-3532. The examiner can normally be reached on M - F, 8:00 a.m. - 4 p.m. ET. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571) 272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status Information for unpublished applications Is available through Private PAIR only. 
For more Information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Jake M. Vu/ 

Primary Examiner, Art Unit 1618 
NMW 



